r 



a ^ m # ¥f 

PATENT OFFICE 
JAPANESE GOVERNMENT 



1^/070569 

m/JPC0/GCM~ 

fr 27.09.00 



%mm<t<7)wmiz mmz tix ^ h mmttTt^mmwmz tix 

This is to certify that the annexed is a true copy of the following application as filed 
with this Office. 



th m #• n H 

Date of Application: 
Ili @ # "f" 

Application Number: 

ta m a 

Applicant (s): 



1999^12^ 3H 



¥f£ 1 1 ^mmm^ 34 54 0 4# 



fcf& fir 





lift? ; 



PRIORITY DOCUMENT 

SUBMITTED OR TRANSMITTED IN 
COMPLIANCE WITH 
RULE 17.1(a) OR (b) 





• • \ ■ 


1 


Commissioner. III 4fT M 

liili - Patent Office G% * % | OJ 


p 




ft 



ffi$E#-5f ffiliE# 2000-3090027 




# 



#5jz i 1 — 3 4 5 4 



[*£*] *m« 

[SS^f] P99021 

[&T5fc] #ffF/r«1? J6 

i&mxutmm mmmtjhWfiAmm&wiu 3-18-13-502 
[ft*] K-a 

[ft*] /hffl 

[^w#] 

[ft*] m# m& 
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[»M#-&3 591038945 

¥J*11^4#fl ! lFH&256678# 
059101 

mtt&m 2i,ooop9 

[DM] ^M* 1 

mmw 1 



[**«] mmm 

[»**2 3 v an?***** i »«©¥»a»i»f*. 

[»#^3 3 ■e»*»#«2 JCffi^©^»T^= 

[» 5 3 fFWIMtf;*^- 2 Tf»*ai#3S4 IcfB^O^fr^c 
[ft 6 3 MKaK y KXttSEaK 'J F £ H-©mi*& £ aVT 
*©7^;*>h©¥»«&»^©£ffl. 

[ft ^ 73 mkjk y K-f'f- FxttSt jk y f t ra-©mMtt&^i- 
[^«©#«B^m«3 

[0 0 0 1] 

#*8i8Hu ¥^©^^r©feto©S^-^j-, -¥»i«^WT^©0ElS*v-A 

[0 0 0 2] 

[f£&©&ffi] 

[0 0 0 3] 

, MHR«tBfclli#3*u £?s©« (**-y-r>f #7r?-f qol) zmte-oz. 



tftaiEffi 2 0 0 0-3 Q-9-0-Q-2— 7 



1 1-345404 

, *5£Tf», 0#n^>, UfMK, >f >dr-7ain>«i^»cJ:* J PB&«j^A 
[0 0 0 4] 

-T-'f >lcH"tf (Kadomatsu, K. , et al.: Biochem. Biophys. Res. Commun. , 151 
: 1312-1318, 1988; Tomomura, M. , et al.: J. Biol. Chem. , 265: 10765-1077 

o, 1990) 0 MKt:mffi£<Dm&T*m*mi%&*>rc.ti2><z>iz* mt&mm-v&z 

TV*<5 (Tsutsui J. et al.: Cancer Res. , 53: 1281-1285, 1993; Aridome, k. 
, Cancer Res., 86: 655-661, 1995) c JfFBi^, S^S 

tetf(DWfc%gi&T*lZ. 8 0-9 0%©^-Xt*MK©M©±#^TO&tlS ( 
Aridome, k. , Cancer Res., 86: 655-661, 1995) „ B$ffi (Garver, R.I., et al. 
: Cell Mol. Biol., 9: 463-466, 1993), (Garver, R.I., et al.: Cancer 

, 74: 1584-159, 1994) &£T?=&|!g f bt, -a-a^5 J* h -V (N 

akagawara, A. et al.: Cancer Res., 55: 1792-1797, 1995), ^U^— T (Mis 
hima, K. et al.: Neurosci. Lett., 233: 29-32, 1997), B&t& (O'Brien, D. 
, et al.: Cancer Res., 56: 2515-2518, 1996)-£&, MKtf>$53i#&V^M& 

[0 0 0 5] 

Muramatsu^tt, MK IZMT S^^tf) E L I S A *m$& U Btmi&B% <D till 
Wtp<OMK UKJV^O. 6~ 8ng/ml© X/^V (range) V&tti IT (Muramats 
u, H. et al.: J. Biochem., 119: 1171-1175, 1996) „ IfrU JffBj^g>^^ 

[0 0 0 6] 



qf ¥■ 1 1 -3 4 5 4V 



[0 0 0 7] 
[0 0 0 8] 

[giM£fl?&« £&©#$] 

> MS#^fff^m#lCit^ J^©3S$8#£#T*fc<, ifil* j e>;§Jtfnc;£^T%;, 
[0 0 0 9] 

( 1 ) MKjKU Kzf? FXttSEJKU Ffc g-©ilft^tf 077^' 
^ > h b & * *JBttM* v - * - £ * tr¥JBa»NH& 

(2) Jfi&fctffr&T-fcS (l) CDM«l»Mr« r 

(3) li^f-^4t^S (2) ©^mm, 

(4) MfttfJFIim'tfcS (1) <0»»r^ 

(5) Jff«fJft«^7 1 -^2-g ab& (4) ©^®tH, 



(6) MK3KU^^FXtt^3KU^^Fi:H- 

(7) MRsKy/^^FXtt^jKU^^FfcH- 
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[0 0 10] 

•fe-f) it. 7^>fA;7yt>f, :n>1f>f A>f a; 79 -fe-f. 7^n-fAy 

fern. vx-ToZy-fuv fati©^-^ fc#*fcWJcjBv* 

[0011] 
[0 0 12] 

m'«S$:MV^^#^^T^ir-r^7b^m#^C^I^4^TV^^ Harlow and L 

ane, Antibodies: A Laboratory Manual, Cold Spring Harbor Laboratory, 198 

4 aitiEffi 2 0-0-0 3-0-0-0-0-2-^ 



1 1 -3 4 5 4V 



[0 0 13] 

So MAtf, v>f ?n#^#-<i7x;i/ % -hn-fe;i/D-^. j£vu*^<z)tf&0;itf 

Xtt, Mill #H#fFN o.5,359,681tC^$tlTV%S<fce>lC^T-rA-^-^ 
*3*iTV**. "fflffift" fcv^JUSH:, Mill RVfttF 

yx^U>XlitfUkfx;i,*n^ F) tfci: -£ l 0 n g~ l 0 n g 
, #*L<tt, fej:flOOng~UgfflMt0gj»^ 

[0 0 14] 

THS6"C^<S (fg&& Pierce Immunotechnology Catalog and Handbook, 1991 

, at A12-A13#iO s 

[0 0 15] 
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[0 0 16] 

tfffl. M7t\i> Vi/tf&mr fr-f^y (B S A) , iV^iiTween20 TH (Sigm 
a Chenical Co., St. Louis. MO) #^#iC£;fcIT-&£o @*Bft#i#£: 

^^^-^a^ic^s^ mwttHiim* vymmmm (pbs 
«5»isn?*s- *F*i/<», ^m^f^«, #£\ •g-&ffl©»^&of*iS'&a©3tt 

© B# H £ j@ ^ T iS r £ tS & \s * ^ & T S> -fe >f "t & - h I C £ o T $5 t C Tf £ Z> 

So 

[0 0 17] 

7£IC, m&&<Dy->7)\sZ. iiW9 77- M^-li, 0. l%Tween2 
0™£-£frPB ST*£^#£&?£-r.g>c:£lCj:oTI&< 0 ftfc, «»»Z!«tflcS: 

-**Z/#-H) . S«> *tH^ (cof actor) , ffi^^J, ifctJ-ft^ES 
[0 0 18] 

momm^m^xm^^^iy^^^ryt^ct^^tiz^^ Testis. & 



^UgjEf? 2 0-0 0 Q 0-0-jO_Q_2_7 



mmton%&tot&i3&\t. mmto9t®&nK.$L&*&o car uri* 

[0 0 19] 

ztsn-jhtzttm-ts* -~D<D&m&mmz&^T. %yh*7mtmmm 

[0 0 2 0] 

l/>±lCHtBflSb;fc7n-;*;i>- (flow-through) X«X hU hM&JB 

v^Jt^n*. 7D-x;i/-xx hJcfeVNTli, t>^^>^i/>&»yft 
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$*i<s>„ 2^ftt> K^r y^r y-fe>f &c&^t 

[00 2 1] 

tc*TLT ±fS©Be^m3^©M^ift& : &©&:§Sl'Tv i >£,, 
tffi©filfai{C;J3^T> JifSaKU Ktt, *g©ill§ic*f bT©7-*- £ IT 

ryt-n*. or -a- #4 A-effw jRj&jtfu k© ^^©M^s^M-t 

[0 0 2 2] 

#"£^-5 (Mx.li> Harlow and Lane, Antibodies: A Laboratory Manual, Cold 
Spring Harbor Laboratory, 1988#flg) „ O &&ffl5lC£^T\ JfrJK'C:? 



■WffiEte 2 0 Q-Q-^O_Q_9-Q-0-2-7- 
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£\ m^f- MC^S/jfluf T)lZf$ y (BSA) Xtt'^S/T — > (keyhole li 
mpet hemocyanin) © J: ? U 7 # iW^M&^-^rfS 

[0 0 2 3] 

^^©^tM^^KlC^fl-^^M^^y 9U—t-ftUm$. Mx.ll Kohler 
&tfMilsteintf)&fl5 (Eur. J. Immunol. 6: 511-519, 1976) &Z$^:<D&&&ffi 

mtht^Jly^^ XDMm^tio ZCDZ^ft-kJl^j #|;ttf, ±fElCfE 

i*tt&ftmm%m<D±K{&mmT°7u- h-re. «F*u^»*&#rw:, hat 

(hypoxanthin, aminopterin, thymidine) T&S. -r*£*&B#|g, ji?£&<fc-£l 
[0 0 2 4] 



jU^^a_0_0 Q 3 0_0_0_0_2J1 
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[0 0 2 5] 

m<Dfam&l1&mmc&2>ftm£LT. TNM^i (tumor-node-metastasis st 
aging) #Hl^lfttCj£<^e>:axT^£^ ##§I#T*M V^ e>*l5 "X^-^gf 
" & % TNM^IiC^jSbT^S [IS^J*- ^3 M#6^4Jff^SmySV^^: 22 P . 
H*Jlf^W^li(^fT^3^), ^ItUI, 1992] . 
[0 0 2 6] 

[0 0 2 7] 

&$fc;SV>SMK#>/\ 0 *Sl. &tJ^*»Sf (standard material) h LTffl 
V^j£&glX.MK#:/A-*St: (OT. r MKj £t>^1-£) l±, #H§¥ 9-95454 <D 

[0 0 2 8] 

\£*TW&*felZlL'*&$&L'<9 #-PHIL-D4&C, hMK<7)ORF &;*ja- 
ncDNA^lAlfe. rOMKD!^**-*:. ^7iiG115 (fcT3r 
7 A h U Gil 5 ; Research Corporation Technologies) fC h :7 > X "7 ai 
*$/a>bfc 0 fcX^>&tfG4 1 8 3S#UC,fc »JMKM^n->5:fL M 

[0 0 2 9] 

#*3r\ M-V V U :?©#£•&, 2*H^fc£&Cft 

6®, nr? h U ©!§-£}•&> 2jir^fe^JCff-8[lI^Tofcc 
[0 0 3 0] 

i -_o e 0-0-0— a o_o_o_(^ g; 



400 n g©M K £ 7 U <i y Y ^f%±7V=LAy hHU&L & %<D ££TtC&Jtif L T=. 
[0 0 3 1 ] 

#HU 2£lC, MK£Affigel-10™ (Bio Rad) {Cg^b lfcMK77 -t" 
[0 0 3 2] 

7t^SMK^5:, 0.1%NaN 3 m5OmM PBS (pH7. 2) IC?£ 
$ (5.5ytig/ml) U -£© 5 0 ytilfc, V>f ?D#>f h (Polysorp pla 

tes ,Nunc) ©#tfx/HC#&bfc. iSt'l 6 t»&®i$tfc 0 0. 1 
%Tween 2 0 PBS 0. 5 % B S A Z^ti P B S 1 5 0 # 1 £#17 

*MZM%.. 3 7XlT2mm7*U*j9*y<!fLfc 0 flf*ftira«Jfe$lHi-> 

$)^VN««iSAJfii?f-9->^;i/ (n>hn-;i/) 1 O/tiii, o.sm kc 

U 0.5%7i/ifSL^7Jl7'^y (BSA) , 0. 0 1 %Microcide I (aMReSCO, Solon, 

Ohio) <£ttb OmMTris-HCl ( P H 8.4) \zmMLlL'Vb* 
h'JKtbMKfiift (0.1/tg/ml) lOO/tlhH^S-frfco ^©£^50,* 1£. V 
<i9UZJ*-7'ls-h(D&7^MZto7L, ^lHH-O^-i/HVl 
fc 0 #tfx;i/«:, l%Tween20^PBST'5»lfc o H^&fti ( 
0.5mg/ml(Z)tetrametylbenzidine) 1 0 0 # l&fr 9x;WCj)P;U giST* 3 0 
-f >dpa./<- hbfcc 2N-H 2 S0 4 S:in^TSlSS:^itb, 4 5 O n mlc£tf£l& 
3fcM&»mltiplate reader (Model 3550, BioRad) $:ffl^T$!l^L£: 0 

[0 0 3 3] 

(1) JfoflHf 
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mnmi 3 5* 94^ ^cft:4U;^21~75), Xf-i? 

l~4©ra#7 2* S?l : 7*, 2 : 19*, X^-^3 

: 2 3*. J&tM : 2 7*) &tf?-f ;i/*ffHfcJ^7*. X-r— 1 ~ 7 tf>J®=® 
If 7 2* : 2 3*, 7.7— V2 : 9*, : 7*, 

-^4 : 9*. X-^-S/ 5 : 5*. ^~i/6 : 9*, &^f~^7 : 1 0* 
) , 3^e>»JfilbJfilfllS:IB»lbfe. C**SU 7yt^t«, -2 0°C 

[0 0 3 4] 

(2) SF«XT--s?i:jfii»»f>MK3KU'<^ F£©BM* 

JJFS (hepatocellular carcinoma: HCC) ©#;*"T- — KtX'-r— $?JC£ 
<5lfe$||tp©MK©sKU F£©fBg@£M^£o 

mnvxmnA. ©^^©jm^mk/Ku^^fs:. mnM2<Di-x 

f^t>K>f«yfSt'iSLfc 0 Jg*€:Hl Kl^-T (p<0.0 1 ;«ffy7 
F ; StatView-J5.0£^J5) „ A-lZUmm^ZBto Sf^m#©l&^*©MK 

[0 0 3 5] 

0lC^i:?lCit3lHI!!J§h&£o n = 6 4T% *BM#ffcR = 0. 6 1 2 X^- 

a 

[0 0 3 6] 

(3) PIVKA-II^^AFPhOit^^, 

fffS©S^V-5fj-tC», AFP. PIVKA-II. novelr-GTP. variantA L 

V>SAFP fcPIVKA-II&ttii^fl&tcaNuiE. PIVKA- IHiJff^lC^FM^T'fe U , 
AFPttJff^B©@SM#IIKJT*&S. £-i-:b*iTv^ 0 -ten?, ±fBJfo«f-fr > 



[0 0 3 7] 

jfii^opivKA-im, x^T-^hPivRA-ii (^ytmmm&gn) &%^xmfe 
tfco wfeum*. mmft&wfem ceia) mifc'Hs (h»m-» 

[0 0 3 8] 

£ffiv>TM^bfc e ' tkJJVit* bVvtTvtJ (IRMA) 

T*&£. (H#©^-tt»MRfg«:a<'r) AFPtt, Jff$;* 

x-^ir-tt^msti-r, xf- s?2^e>*i«>Tiftfija*i*ii:*i«B«>&*i*. 

V*. AFP», ffi©¥I^f-^T'0AFPi®±# (£/»St©#ft4!!t£ 
AFPli M's©#Mtttt**i«ifi*<tt3&<. -£0>fc#>lcPlVKA-lli: 

[0 0 3 9] 

-rfctofc, MKIt JM<E>JMM^-#--£LT. PIVKA-II^AFP <fc*Jfc 
[0 04 0] 

a-ii^>af p&mmtMK&mmb&^t^z) (***) 

[0 0 4 1 ] 



±-3: 
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(1) Jfa»"*>y/1/©WHI 

^^-2;i~7©flHKA#7 2* U^-^l : 2 3^ Xf~^2 : 9 
*^-S;3 : 7*. *;4 : 9 *, : 5*, *t— 5^6 : 9 

&T*7.7-~-Vi : i o*) , frbUskLikm ZMMLfc. da.m&W.*>Km&V, 

fee 

[0 0 4 2] 

(2) MKtl^f-^tOii 
^B#©&:*^-^©lfitfi#©MK;KU^:/?- KS:f£&£#l2© 

S?4j^e>, jfii?Stp(DMKaSAWS (P<0.0 1 ; J^ffV^ h ; StatVie 

fc£ 0 n=5 8T% *BB8«fcR=0. 7 4 7*7— P<D*% £ £jfiL$fM KtK U * 
[0 0 4 3] 

[0 0 4 4] 

(3) CE A^CA 1 9-9 i:©Jt^m 

ifcS^*fflg©K*V-:*j-£ bt, CEA («JteJStt*llR ; carcino-embryonic 
antigen) % RTfC A 1 2 -9 &M/vfdo CEAIi 

¥«!»««**^©3ifTJBK:^ «sic»ttfcfc*i:##3*vrv*£ 0 CA19- 
[0 0 4 5] 

musr^-r) c c e a &> ^f-^T^^Btttiisnfinritt^sti* 

i_4 £jj5n^ 2-Qoo 3 OLflupja-aji 



[0 0 4 6] 

ikW fp0CA 1 9-9 ft, iz> hnTCA 1 9-9 R I h*rV h (Centocorft ; 
jESM : 37U/mlJ^T, ) £ /9 ^ T ?i£ b £ . M^Stt, I RMAT^S. 
§:®8{C^f (0*A-«^mHS:^1-) . CA 1 9-9te, ^^-^5l?CD 

[0 0 4 7] 

"t&fr^ ^©jfilltM^-^-i: bT. MKii, CEA^CA19-9J: 
[0 0 4 8] 

TV\£ (Molecular Medicine, vol 36, No. 4, 1999, p434-439) e #$Pg<£>^ii 
3*lT^6o f K-ras, P 53, c-jun, TGF-a , J* ifT 

[0 0 4 9] 

y, nm. i&Mm^otemizmfeztiz. s#© 

TQualityof lifej &:fb<<gTU *fc¥«&J^#%»«SBK:fi<3&6««UC* 
MStttt, L<Z ZKhZt^fLh. TQuality of lifej £i%;L£ 

[0 0 5 0] 

m®W 3 ] «A# JSift ©M K # y K<0*ft 

2 4i&, JfF«S: 2 4 *J§& : 24^) 7 2^, & 
«fcA©AIS K y * BHcfc DillJE 5 0 fcfttfJ©M K # U /<7* K£M5£ U 
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lELfc. «*&H9Ki^'r. mi%A£ffiBma>mtpMKm<DmizmMm <p<o. 

0001 ; Mann-Whitney0U&5£) #fg#>£>4T,fc 0 
[0 0 5 1] 

ffi^Stt (bile duct) 3 (breast) 3 *JK*g (colon) 6^. ^SiS 

(esophagus) 3 flM^ (gall bladder) 1 Jff*fi (HCC) 10^, fl£ 

KAK (pancreas) 3 iSAff (rectum) (stomach) 2 8^, 

BRjffi (thyroid) 1 ©If 6 5 £lCO V^T, (stagel~7) £fr 

„ ^^-^#ODti^'filCD^^$:|g 1 0 tC^L£ 0 It^A^y^iff 

CEA (Carcinoembryonic Antigen. ^fl&jfc'ffilfiJiO (in vivo 9:311 

-314(1995). B#l&J5|c343§6-S§ (6,1976) ) „ LfrU 5fc£JR*©tt»V-:&- 

*i £ *n m ftim. 2 ti ti mm ic * £ v \ t b n z . 

[0 0 5 2] 

[5§^CD^] 

[01] fifftCD^^-S? (1~4) . BtmBftmULT, V4frxBt& 

P<0.05,**:p<0.01) . 

[02] ffr^tf)^*^--^ (1~4) (Dmitt, M*©MK^'M^f 

10 -WJCW 2 0-0-Q 3 aJDLJQJuLliJy 



ff -4^ 1 1 — o 4 O 4 



[03] ffF^^X^-^ (1-4) (Dlfitft^OAFP/Ky^^Kfe, 

[04] Mtf)^^-^ (1-4) ©j&?f(fi(Z)PIVKA-Il3KU^y^ Kfc 
, X^XhPIVKA-II (H3fettg«c5££tfc) &M^T«fJtLfc0T?<&*. X*7- 

[05] n*©^^-*; (i~7) , ^t^iis#©-?-ti^ti©jfii?»^© 

-lilMll^t (*:p<0.05,**:p<0.01) „ 

[06] W*0#^f-S?'(l~7) 0>mt£. Mk#toMYL'#»«'7* 

[07] Wi0^f-^ (1~7) ©lfitfit#<Z>CE AaKy<^K&, 
CEAUTtf-X (I RMAi) (ttJ+iSv hft) £M V%TU^ bfe0t^S 

[0 8] (1-7) (DJfil^if(5DCA19-97KU^^K$:, 

i2> hn7CA19-9RIA^y h (IRMAfi) (Centocorft) \,\TWfe Lfc0 

[09] &&#Jg* (W&: 24^, MAltt: 2 4*, : 2 4*) 

7 Xtf«ffA©JR5 Ott^CDMK^y^^FSr^-t (* l^T^x> 

MTiflE) ( p <0.O0Ol ; Mann-Whitney©U^) „ 

[010] mmm(DmtpMKm£m<DXT-*? tam&zm^fc. 

m<§& (bile duct) 3*, %m (breast) 3 *, (colon) 6*, jti« 

(esophagus) 3*. IB^-lg (gall bladder) 1*, Jjffjg (HCC) 10*, 
i^g (pancreas) 3*, ttiUNg (rectum) 7*, (stomach) 2 8*, 

jftft (thyroid) 1*, ©ft 6 5*©#Xt— (stage 1 ~ 7 ) C6»«MKjK 
y K$:^1-(*:p<0.05,**:p<0.0l) o 



manTO ?.0 0 0 3 C 
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[SI] 




0.0 0.1 0.2 0.3 0.4 0.5 0.6 0.7 0.8 0.9 1.0 

MK(ngfad) 



1 mU. 1 ® £ 0 0 0 0 0_0-0-0-2_? 
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[H2] 




1 2 3 4 
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[03] 



Stage 1 



Stage 2. 



Stage 3 



Stage 4 




0 500 1000 1500 2000 2500 3000 3500 



AFP ( ng/ml ) 




0 500 1000 1500 2000 2500 3000 



PIVKA-n ( mAU/ml ) 



jBgjE<j$ 2 0 Q_Q 0_O_9-0-_Q_2_3 
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[05] 




0.10 0.20 



MK ( ng/ml ) 



1 1 -3 4 5 4 



[06] 



2 




Normal 



1 1 — 345404 




CEA ( og/ml ) 



jpj^i 1 1 — cS 4 D 4 



[0 8] 



Stage 1 
Stage 2 
Stage 3 




Stage 7 



t ■ 1 « 1 1 1 1 1 ' 1 1 r 

2000 4000 6000 8000 10000 12000 14000 16000 



CA19-9 ( U/ml ) 
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[09] 




itt^H%-y-^-tH> — y-u-y-u-u-ki-v 



TT-r jl JL o <± o <± 





i 1 — 345404 



mm] 

#<Z>MK/KU J?v*;*-t— x>if^A-Y Ay 



U\U W n n n n ft ft fi o o a 7 



1 1 -3 4 5 4 



59901184607 

fill] «i 7 5 4 5 

1 2 ^ 2|16H 



000006138 

591038945 
4 5-161 
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ffi m A 



fM#-5f [000006138] 
1. 3E3I*MB 1 9 9 0^ 8^140 

ft ffi *]KI»it»3feE]K*2Ta3#6 9 



WgiTW an on n o 9 » o 5 v 



# 1 1 —3 4 5 4 



as s a m m m m 



S8B!l#-& [59 1038945] 

1 . B 1 9 9 6^ 9B26B 

& ffi &T*f M rf? 3*: K5c W^^WWGS 2 8 4 5 

R * fir 



